Supplementary Figure 1. Tumor growth patterns resulting from IV infection with CRPV virions via marginal ear vein injection. (A-C) Two NZW rabbits (NZW#1-2) (A, B) and one HLA-A2.1 transgenic rabbit (A2) (C) infected by IV injection of virions equivalent to 2.75×1010 copies of viral DNA displayed tumors that mimic those by local skin infections in our previous studies22. 
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Supplementary Figure 2. Neutralizing antibodies were induced in the intravenously infected rabbits.  Positive control was anti-rabbit L1 (CRPV.1A) and the negative control was serum of a non-infected rabbit for both ELISA and in vitro neutralization analyses. All seven IV infected animals generated specific anti-CRPV antibodies. (A) The antibody titer in ELISA assay was not correlated with the tumor size. (B) These anti-CRPV antibodies were neutralizing by the in vitro neutralizing assay. [image: ]






[bookmark: _GoBack]Supplementary Figure 3. Tumor growth by IV infection with CRPV DNA via marginal ear vein. (A-B) Three tumors were detected at pre-wounded back skin sites on one rabbit at week nine post intravenously infected with CRPV DNA via the marginal ear vein injection. (B) There are multifocal dense leukocytic infiltrates at the dermal-epidermal junctions within the tumor mass, predominantly macrophages with fewer lymphocytes and rare neutrophils in a representative tumor (H&E, 20×). Epithelial polarization and differentiation are maintained from basement membrane to the surface, with occasional mitoses and mild nuclear atypia. There are occasional koilocytosis and scattered individual apoptotic keratinocytes within the epithelium. There is no invasion present in examined tissues. This tumor has similar histology to those initiated by local skin infection as shown in Fig. 1 K. (C) A tumor was detected at one recipient rabbit’s back pre-wounded skin site at week ten after receiving a blood (approximately 3×106 copies in 10ml blood) transfusion from a rabbit that had been infected with CRPV virions (1.8×105 copies/µl) via the ear vein for 30 minutes. (D) The tumor has exophytic polypoid cutaneous warty masses similar to Fig. 4B, but with minimal inflammation. There is a mixture of ortho- and parakeratotic debris on the surface of the masses. (E) Viral DNA was detected in the tumor by in situ hybridization (ISH, 60×). 
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Supplementary Figure 4. HSD: Nu nude mice inoculated with anti-MmuPV1neutralizing antibody (MPV.A4) or a control monoclonal antibody (H11.B2 ) via i.p. at 24 hours before MmuPV1 infection at both cutaneous and mucosal sites. Viral infections can be detected at both cutaneous and mucosal by either visualization (B) or Q-PCR analysis (C) in the control group (H11.B2) but not in the test group (MPV.A4) (A, C) suggesting the neutralizing antibody can completely block viral infections in all the tested tissues. 
[image: ]







image1.tif
Tumor growth after iv infection of CRPV on NZWi# Tummor growth after iv injection of CRPV on NZVW#2 Tumor growth after iv infected with CRPV on HLA-A2.1 rabbit

16
u *— LUl c

O 12
2 g iz
3 z D —t
z zo{|-a— R
& ° —O—- R
5 G o{|-e- R3
& &

w2 W3 WA W5 We w7 W9 w2 W3 We W5 We w7 we
Weeks post infection Weeks post infection Weeks post infection




image2.png
ELISA OD value (Mean+SE)

A

100

H
S

®
T

3

3
Sw

=
ﬂ ﬂ H )
p 0

P’L@%@a@a@w@m@w @ [P U SO U U SN S e

Rabbit serum (1:200) Rabbit serum (1:500)




image3.png
Tumors at week 9 post i.v. infection with CRPV
DNA

Tumor at week 10 post transfusion

Blood recipient

r R
.





image4.png
Lavage sample

8 8 B ] °
(357U "0 1) s13qunu Adod YNG

~
o
-
o
T

3
g
s




